Introduction {#sec1-2054270418793029}
============

The immune checkpoint inhibitors are a new group of cancer therapeutics conferring a significant survival benefit for patients with advanced metastatic melanoma. The first-in-class immune checkpoint inhibitors, Ipilimumab, blocks the cytotoxic T lymphocyte associated antigen 4, a checkpoint inhibitor of T cell activation, potentiating antitumour T cell responses. Survival is significantly improved for a sub-set of advanced metastatic melanoma patients at the expense of immune-related adverse events.^[@bibr1-2054270418793029]^ Cutaneous immune-related adverse events associated with ipilimumab are common and vary from mild to life threatening.^[@bibr2-2054270418793029]^ Here, we report a case of ipilimumab-induced bullous pemphigoid after unsuccessful treatment with pembrolizumab.

Case {#sec2-2054270418793029}
====

A 72-year-old gentleman, receiving treatment with ipilimumab for advanced metastatic melanoma, presented with a one-week history of a widespread blistering pruritic cutaneous eruption. In January 2016, he was diagnosed with a stage IIIB primary malignant melanoma of his upper back which was treated with wide local excision and completion lymph node dissection. A Positron Emission Tomography -- Computed Tomography scan, undertaken in June 2016 for surveillance as part of his follow-up, showed multiple areas of uptake in the lung, supraclavicular fossa and right scapular. He was subsequently commenced on pembrolizumab and completed six cycles. Restaging Positron Emission Tomography -- Computed Tomography scan showed disease progression and the patient was commenced on ipilimumab, six weeks after the last dose of pembrolizumab.

One week after commencing the ipilimumab, the patient developed grade 4 diarrhoea. He was treated for ipilimumab-associated colitis with prednisolone 60 mg once mane, which was slowly tapered over the following two months once daily. Ipilimumab was therefore withheld and a palliative approach adopted. Within a week of cessation of the prednisolone for the colitis, the patient developed a cutaneous eruption on his limbs and trunk. Clinical examination revealed a widespread erythematous urticated and blistering eruption. No mucosal involvement was demonstrated ([Figure 1(a)](#fig1-2054270418793029){ref-type="fig"} and ([b](#fig1-2054270418793029){ref-type="fig"})). Figure 1.(a) Clinical image from patient's thigh demonstrating blister sites and erosions. (b) Clinical image from patient's chest.

A skin biopsy from the left anterior thigh showed a sub-epidermal blister, with the dermis comprising of perivascular lymphocytic infiltrates mixed with multiple eosinophils. Direct immunofluorescence revealed linear deposition of the IgG and C3 at the basement membrane zone. Elisa for BP180 was elevated at 86 U/mL and indirect immunofluorescence demonstrated anti-basement membrane zone antibodies detected at a titre of 1/200, with antibodies localising to the roof on split-skin substrate, all in keeping with a diagnosis of bullous pemphigoid ([Figure 2(a)](#fig2-2054270418793029){ref-type="fig"} and ([b](#fig2-2054270418793029){ref-type="fig"})). Figure 2.(a) Haematoxylin and eosin stain reveals a sub-epidermal blister. (b) Direct immunofluorescence revealed linear deposition of IgG to the basement membrane zone.

The patient was commenced on 40 mg prednisolone once daily and topical clobetasol propionate 0.05% ointment. He is currently being considered for a secondary immunosuppressive therapy, following relapse when the prednisolone dosage was tapered.

Discussion {#sec3-2054270418793029}
==========

Bullous drug eruptions are uncommon with immune checkpoint therapy; however, there been seven case reports of bullous pemphigoid in those treated for metastatic melanoma occurring with pembrolizumab, nivolumab and durvalumab (specific for programmed death 1 ligand) therapy, three of which received prior treatment with ipilimumab.^[@bibr3-2054270418793029][@bibr4-2054270418793029][@bibr5-2054270418793029][@bibr6-2054270418793029]--[@bibr7-2054270418793029]^ There has only been one prior case report of a patient developing bullous pemphigoid following sequential treatment with ipilimumab, after unsuccessful treatment of metastatic melanoma with nivolumab.^[@bibr7-2054270418793029]^

Such cutaneous manifestations resulting from cytotoxic T lymphocyte associated antigen 4/programmed death ligand 1 receptor inhibitor treatment are thought to originate from a persistently stimulated immune system.^[@bibr6-2054270418793029]^ Immune checkpoints are inhibitory pathways that are vital for self-tolerance and modulating physiological immune responses.^[@bibr8-2054270418793029]^ Tumours can adopt these pathways as a mechanism of immune evasion, therefore suppressing anti-tumoural T cell responses. Through blockade of immune checkpoints immune checkpoint inhibitors unleash anti-tumour immunity.^[@bibr8-2054270418793029]^

Why some patients may go onto develop such immune-related adverse events is unclear. It has previously been postulated to be a class effect of programmed death ligand 1 inhibitors.^[@bibr6-2054270418793029]^ In previous case reports of pembrolizumab-induced bullous pemphigoid, onset of bullous pemphigoid had a latent period ranging from nine weeks to seven months.^[@bibr3-2054270418793029][@bibr4-2054270418793029][@bibr5-2054270418793029]--[@bibr6-2054270418793029]^ The authors note that in three of these case reports, patients had received prior treatment with ipilimumab, the significance of which is uncertain. Sequencing ipilimumab therapy after programmed death ligand 1 monoclonal antibody may result in a higher frequency and intensity of immune-related adverse events.^[@bibr3-2054270418793029],[@bibr9-2054270418793029]^ It is possible the development of bullous pemphigoid in this case is either a delayed effect of pembrolizumab, idiopathic or paraneoplastic; however, the severity of the gastrointestinal immune-related adverse event following the initial ipilimumab dose, with subsequent development of bullous pemphigoid on the withdrawal of corticosteroids, suggests a temporal association with the ipilimumab.

Current management options for most mild/moderate cutaneous manifestations include topical steroids and antihistamines. Severe toxicity (grade 3/4) may require high dose oral/systemic corticosteroids which must be slowly tapered.^[@bibr10-2054270418793029]^

Immunotherapy is now routinely used in the management of many cancers and prescribing clinicians need to be aware of the vast array of cutaneous manifestations which may result from its use.
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